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CN 2-Pyridinamine, 3-[ (4-methoxyphenyl) sulf onyl] -6-methyl-N- (2,4, 6- 
trimethylphenyl)- (9CI) (CA INDEX NAME) 






(f^Nf^ OMe 
ie^N^NH ^^O^^l 




AB The title compds. I [B - CH, N; D - CH2, NH; Rl - H, CN, alkyl, 

cycloalkyl, etc.; R2 - H, halo, CN, etc.; R3 - H, halo, CN, OH, etc.; Ar - 
Ph, indanyl, pyridyl, etc.] which are antagonists of the corticotropin 
releasing factor receptor type 1 (CRF-R1) useful for the treatment of 
depression, anxiety, affective disorders, feeding disorders, 
post-traumatic stress disorder, headache, drug addiction, inflammatory 
disorders, drug or ale. withdrawal symptoms and other conditions, were 
prepared E.g., a multi-step synthesis of II, starting from 
6-methyl-2-pyridone, was given. The compds. I demonstrated a Ki value of 
less than about 10,000 nM for the inhibition of CRF in the CRF-R1 receptor 
binding assay. The pharmaceutical composition comprising the compound I is 
claimed. 

IT 777939-B4-1P 

RL: PAC (Pharmacological activity); RCT (Reactant); SPN (Synthetic 
preparation); THU (Therapeutic use) ; BIOL (Biological study); PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(preparation of pyridinyl derivs. as corticotropin releasing factor 

receptor 

1 antagonists for the treatment of depression) 
RN 777939-84-1 CA 
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4,N-Di (heteroaryl) -1,2, 5, 6-tetrahydropyridine-l- 

carboxamide compounds with VR1 antagonist activity, 

useful for treating or preventing pain, their 

preparation, and pharmaceutical compositions 

containing thea 
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PRIORITY APPLN. INFO.: 
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STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

iB 4,N-Di (hetero) a ryl- substituted tetrahydropyridine carboxamide compds. I 
are disclosed [wherein: Arl - certain (un) substituted pyridin-2-yl, 
pyrazin-2-yl, pyrimidin-4-yl, pyridazin-3-yl, or 1, 2, 5-thiadiazol-3-yl; 
Ar2 » certain (un) substituted benzimidazol-2-yl, benzothiazol-2-yl, 
benzoxazol-2-yl, pyridin-2-yl, pyridin-3-yl, cyclohexyl, or Phi X - O, S, 
N(CN), N(OH), N(O-alkyl); R3 - halo, cyano, OH, N02, NH2, (un) substituted 
alk (en/yn)yl, cycloalkyl, Ph, naphthyl, (hetero) aryl, etc.; m ■ 0 or li 
and pharmaceutical ly acceptable salts] . Compds. I are believed to be 
antagonists of VR1, mGluRS, and mGluRl (no data). Also disclosed are 
compns. comprising I, as well as methods for treating or preventing 
various disorders by administering to an animal in need thereof an 
effective amount of a compound I. The treatable disorders include pain, 
urinary incontinence (UI), ulcers, inflammatory bowel disease (IBD) , 
irritable bowel syndrome (IBS), addictive disorders, Parkinson's disease, 
parkinsonism, anxiety, epilepsy, stroke, seizure, pruritic conditions, 
psychosis, cognitive disorders, memory deficit, restricted brain function, 
Huntington's chorea, amyotrophic lateral sclerosis, dementia, retinopathy, 
muscle spasm, migraine, vomiting, dyskinesia, and depression. Several 
large tables of possible individual compds. are given, and prepns. of 
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several specific compds. are described in detail. For instance, 
4-tert-butylphenyl isocyanate and 1, 4-dioxa-8-azaspiro(4, 5)decane were 
coupled, followed by acidic deketalization of the spiroketal, conversion 
of the unmasked carbonyl to the enol triflate, and Pd (PPh3) 4-catalyzed 
coupling of the triflate with 3-oethyl-2-pyridylzinc bromide, to give 
invention compd. II. In two cellular assays for binding to recombinant 
human VR1 receptors, invention compd. Ill had IC50 values of 735 nM 
(pH-based) and 19 nM (capsaicin-based) . 





G21 
G23 
MPL: 
NTE: 



- S02 / NH (SO) 



or pharmaceutical^ acceptable salts 



THERE ARE 9 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 




AB The title compds. I (B - CH, N> D - CH2, NH; Rl - H, CN, alkyl, 

cycloalkyl, etc.; R2 - H, halo, CN, etc.; R3 - H, halo, CN, OH, etc.; Ar - 
Ph, indanyl, pyridyl, etc.] which are antagonists of the corticotropin 
releasing factor receptor type 1 (CRF-R1) useful for the treatment of 
depression, anxiety, affective disorders, feeding disorders, 
post-traumatic stress disorder, headache, drug addiction, inflammatory 
disorders, drug or ale. withdrawal symptoms and other conditions, were 
prepared E.g., a multi-step synthesis of II, starting from 
6-methyl-2-pyridone, was given. The compds. I demonstrated a Ki value of 
less than about 10,000 nM for the inhibition of CRF in the CRF-R1 receptor 
binding assay. The pharmaceutical composition comprising the compound I is 
claimed. 
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MSTR 1A 

01-^10^14-^17-^18-^ 
G2 - 931 



G14 - 224-2 225-4 



2 % o 

22f 



G42 - S02 

G43 - 810-793 812-5 



MPL: claim 1 

NTE: substitution is restricted 

NTE: additional ring formation also claimed 




Q O 



Sulf amides, such as I, were prepared for use as anticancer agents which act 
by modulating the activation states of abl or bcr-abl a-kinase 
proteins. Thus, 4 -H02CC6H4CH2NHS02NHCOR [R - pyrrolidino] , prepared from 
4-Me02CC6H4CH2NH2 and pyrrolidine, was treated with the 

pyriraidinylarainoaniline fragment to give I, which showed 101 inhibition of 
non-phosphorylated abl kinase at IOmM. 
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eycloalkyl, alkenyl, alkynyl, aryl, heteroaryl, etc.; Y - 1-3 of halo, 
cyano, N02, OH, OR4, COR4, C02R4, SR4, SOR4, S02R4, (substituted) alkyl; 
R4 - H, (substituted) haloalkyl, alkyl, eycloalkyl, alkenyl, alkynyl: L 
CO, S, SO, S02; Z - (substituted) mono- or bi cyclic heteroaryl, 
he te rocyclyl ; with provisos), were prepd. Thus, reaction of 
(2-amino-5-chlorophenyl) pyridin-4-yl methanone (prepn. given) with 
4-tert-butylbenzenesulfonyl chloride gave 4-tert-butyl-N- [4-chloro-2- 
(pyridine-4-carbonyl) phenyl) benzenesulf onamide. The latter at 50 mg/kd 
s.c. twice a day in MDRla knockout mice prevented IBD-assocd. growth 
retardation. 




NH / S02 
Ph (SO) 
claim 1 

additional ring formation also claimed 
substitution is restricted 



<X 
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Title compds. [I; X - 1-4 of halo, cyano, N02, OH, OR1, COR1, C02R1, SRI, 
NR1R2, NR1COR2, etc.; Rl, R2 - H, (substituted) haloalkyl, alkyl, 
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analgesics. 
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Ak<EC (2-) C, BD (0-) D (0-) T> (SO (1-) G14) 
223 
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NH / S02 
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claim 1 

substitution is restricted 
also incorporates claims 20, 39, 58, 77, 
or pharmaceutical^ acceptable salts 
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AB Title compds. [I; Rl - halo, Me, N02, cyano, OH, OMe, NH2, CX3, CHX2, 

CH2X; X - halo; R2, R3 - halo, cyano, OH, N02, alkoxy, NH2, (substituted) 
alkyl, alkenyl, alkynyl, cycloalkyl, bicycloalkyl, tricycloalkyl, 
cycloalkenyl, heterocyclyl, Ph, naphthyl, aryl, heteroaryl, etc.; R4 " H, 
alkyl, COR9, C0NHR9; R5 - H, alkyl; R6 « (substituted) alkyl, alkenyl, 
alkynyl, cycloalkyl, bicycloalkyl, Ph, naphthyl, aryl, heteroaryl, etc.; 
R9 - H, alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, Ph, 
heterocyclyl, CX3, CHX2, CH2X, OH, amino, etc.; m, n - 0-2], were prepared 
Thus, I (Rl - CI; m, n - 0; R4, R5 - H; R6 - 4-Me3CC6H4) (preparation from 
piperazine outlined) in a pH-based assay bound to human VR1 receptors with 
IC50 - 40.9 nM. 
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- alkylene<(l-3)> 

- pyridyl (SR (1-) G8) 



G10 - S02 

MPL: claim 1 

NTE: or pharmaceutical^ acceptable salts or prodrugs 

NTE: also incorporates claim 14 



REFERENCE COUNT : 



THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



,xr-~tx 

HO^^V^^OH HO*^Y^ V 'OH 

OH I OH II 

AB Aza-sugar piperidinetriol derivs. I; wherein R is substituted alkylphenyl, 
alkylpyridiyl, were prepared as inhibitors of glucosylceramide synthase. 
Thus, II was prepared and tested in vitro as antiviral agent and inhibitor 
of glycosylceramide synthase (IC50 range - 0.1 to > 100.0 »»M) . 
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AB Aza-sugar piperidinetriol derivs. I; wherein R is substituted alkylphenyl, 
alkylpyridiyl, were prepared as inhibitors of glucosylceramide synthase. 
Thus, II was prepared and tested in vitro as antiviral agent and inhibitor 
of glycosylceramide synthase (IC50 range « 0.01-2.70 ^M) . 
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- Ph (SO G13) 
claim 1 

and pharmaceutical^ acceptable salts, 
forms, prodrugs, or mixtures 
NTE: substitution is restricted 
STE: and diastereomers 



hydrates, solvates, crystal 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. I are useful as modulators of kinase activity (wherein: one 
of Rl, R2, and R3 may- H, alkyl, (hetero) cycloalkyl, cycloalkylmethyl, 
alkoxy, alkoxyalkoxy, sulfonamide! otherwise, Rl, R2, R3 - (un) substituted 
(di) a Iky land. no, Ph, PhCH2, heteroaryl, heteroaryloxy, PhOC6H4, 
4-phenylpiperazin-l-yl, 4-heteroarylpiperazin-l-yl> n ■ 0 or li Zl, Z2, Z3 
- NR4, O, X(:0), S02, NR5X(:0), X(:0)NR6, NR7S02, S02NR8, NR9CONR10; X - C 
or S; R4-R10 - H, alkyl, (un) substituted Ph, PhCH2, heteroaryl; m - 0 or 
1> W - 1,3, 5-benzenetriyl, 1, 3, 5-triazine-2,4, 6-triyl, 

2, 4, 6-pyrimidinetriyl, 2,4, 6-pyridinetriyl, 6-oxo-l, 6-dihydropyridazine- 
3,5-diyl, pyrazine-2, 6-diyl, pyridine-3, 5-diyl, pyridazine-3, 5-diyl; 
including pharmaceutical^ acceptable salts, hydrates, solvates, crystal 
forms, diastereomers, prodrugs, and mints.]. Several brief synthetic 
examples and a listing of approx. 20 compds. are given. For instance, 
reaction of 2, 4, 6-trichloro-{ 1,3, 5] triazine with 2-methoxybenzylamine and 
NaHC03 in MeCN at 0* gave intermediate II, which was coupled with 
excess 4-PhOC6H4B (OH) 2 in the presence of Pd(PPh3)4 and Na2C03 to give 
invention compound III. In bioassays against human recombinant AKT-1 
kinase, all exemplified compds. I had IC50 values of S 25 hM. 



KSTR IB 



10/799,784 



L6 ANSWER 9 OF 29 MARPAT COPYRIGHT 2005 ACS on STN 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



140:77029 MARPAT 
Preparation of heteroarene derivatives as cannabinoid 
receptor agonists 

Kozlowski, Joseph A. i Shankar, Bandarpalle B.; Shih, 

Neng-yang; Tong, Ling 

Schering Corporation, USA 

PCT Int. Appl., 92 pp. 

CO DEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 2004000807 Al 20031231 

W: AE. AG, AL, AM, AT, AU, AZ, 

CO, CR, CZ, DE, DK, DM, DZ, 

ID, IL, IN, IS, JP, KG, KR, 

MG, MK, MN, MX, MZ, NI , NO, 

SK, SL, TJ, TM, TN, TR, TT, 

RW: GH, GM, KE, LS, MW, MZ, SD, 

KG, KZ, MD, RU, TJ, TM, AT, 

FI, FR, GB, GR, HU, IE, IT, 

BF, BJ, CF, CG, CI, CM, GA, 

US 2004044051 Al 20040304 
PRIORITY APPLN. INFO. : 



WO 2003-US19245 
BA, BB, BG, BR, BY, 
EC, EE, ES, FI, GB, 
KZ, LC, LK, LR, LT, 
NZ, PH, PL, PT f RO, 
TZ, UA, US, UZ, VC, 
SL, SZ, TZ, UG, ZM, 
BE, BG, CH, CY, CZ, 
LU, MC, NL, PT, RO, 
GN, GQ, GW, ML, MR, 
US 2003-464174 
US 2002-389788P 



20030617 
BZ, CA, CH, CN, 
GD, GE, HR, HU, 
LU, LV, MA, MD, 
RU, SC, SE, SG, 
VN, YU, ZA, ZH 
ZW, AM, AZ, BY, 
DE, DK, EE, ES, 
SE, SI, SK, TR, 
NE, SN, TD, TG 

20030617 

20020619 



GI 



R5 r6 



(* 3 >n 



V R2 



ANSWER 9 OF 29 MARPAT COPYRIGHT 2005 ACS on STN (Continued) 
OH, OCF2H, OCF3, alkoxy, alkyl, cycloalkyl, cycloalkyloxy, heteroalkyl, 
CON(R7)2, S02R2, OS02R2, wherein X is independently selected when p>l; Y - 
a covalent bond, CH2, S02, CO; Z - a covalent bond, CH2, S02, or CO; some 
provisos are applied) are prepd. Disclosed is a method of stimulating 
cannabinoid CB2 receptors in a patient comprising administering to a 
patient having CB2 receptors a CB2 receptor stimulating amt. of one or 
more compds. I. Also disclosed is a method of treating cancer, 
inflammatory diseases, immunomodulatory diseases, or respiratory diseases 
comprising administering to a patient in need of such treatment one or 
more compds. I. The said cancer, inflammatory diseases, immunomodulatory 
diseases or respiratory diseases are one or more diseases selected from 
the group consisting of cutaneous T cell lymphoma, rheumatoid arthritis, 
systemic lupus erythematosus, multiple sclerosis, glaucoma, diabetes, 
osteoporosis, renal ischemia, myocardial infarction, cerebral stroke, 
cerebral ischemia, nephritis, hepatitis, glomerulonephritis, cryptogenic 
fibrosing aveolitis, psoriasis, atopic dermatitis, vasculitis, allergy, 
seasonal allergic rhinitis, Crohn's disease, inflammatory bowel disease, 
reversible airway obstruction, adult respiratory distress syndrome, 
asthma, chronic obstructive pulmonary disease (COPD) , and bronchitis. 




AB Benzylamine and 1-phenylethylamine compds. containing heteroarene such 
furan, 

benzofuran, indole, pyridine, and thiofuran of the formula (I) or 7^ 
pharmaceutical ly acceptable salts thereof {wherein Rl, R2 ■ H, each 
(un) substituted alkyl, alkenyl, haloalkyl, NH2, cycloalkyl, 

cycloheteroalkyl, aryl, or heteroaryl; R3 - alkyl, heteroalkyl, aryl, G19 ■ S02 

heteroaryl, Br, CI, F, CF3, OCF2H, OCF3, or alkoxy, wherein R3 can be the G21 - 123-31 122-29 

same or different and is independently selected when n>l; R4 - 
(un) substituted H, alkyl, alkenyl, cycloalkyl, cycloheteroalkyl, aryl, or 
heteroaryl) R5, R6 - H, each (un) substituted alkyl, alkenyl, cycloalkyl, 
cycloheteroalkyl, aryl, or heteroaryl; R7 «• H, each (un) substituted alkyl, 
alkenyl, haloalkyl, cycloalkyl, cycloheteroalkyl, aryl, or heteroaryl, or 
two R7 groups can form a ring of 4-7-carbon atoms; LI - C(R2)2, CO, 
[CH(0R2>], S02, SO, S, O, N(R2), C0NH, NHCO, CF2, CH:NOR2, CH(NHOR2)> L2 - 

a covalent bond, CH2, CH(Me) , C(Me)2, CH:N0R2, S02, SO, S, CO, O, N(R2), G26 - N 

CONH, NHCO; M - a heteroaryl moiety; n - 0-4; p - 0-5; X - Br, CI, F, CF3, MPL: claim 1 
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AB A composition comprises ami no- substituted monocycle,a pharmaceutically 
acceptable salt, hydrate, solvate, crystal form, diastereomer, prodrug, 
mixture thereof. The compds. are of utility as modulators of kinase 
activity. 
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AB Novel substituted hexahydropyrroloflf 2-a]pyrazines, octahydropyrido[l, 2- 
ajpyrazines, and decahydropyrazinojl, 2-a] azepines (I) n - 1, 2, 3; Rla, 
Rib - H, Cl-6-alkyl, C2-6-alkenyl, C2-6-alkynyl, C3-8-cycloalkyl, 
C3-8-cycloalkenyl, F; R2 - H, Cl-6-alkyl, C2-6-alkenyl, C2-6-alkynyl, 
C3-S-cycloalkyl, C3-8-cycloalkenyl; X - COCR3aR3CO, Q, Ql, 
C02CR3aR3cCR3bR3d; wherein R3a, R3b, R3c, R3d - H, halo, CI -6- a Iky 1 or 
C3-S-cycloalkyl, or R3a and R3b, R3a and R3c, or R3b and R3d can be taken 
together to form a Cl-6-alkylene bridge? R4, R5, R6, R7 - independently H, 
halo, Cl-6-alkyl or C3-8-cycloalkyl; Z - each (un) substituted Ph or 2-, 3-, 
or 4-pyridyl] as well as any diastereomer or enantiomer or tautomeric 
forms thereof including mixts. of these or pharmaceutically acceptable 
salt thereof are prepared These compds. show a high and selective binding 
affinity to the histamine H3 receptor indicating histamine H3 receptor 
antagonistic, inverse agonistic activity. As a result, the compds. are 
useful for the treatment of diseases and disorders related to the 
histamine H3 receptor, e.g. overweight, obesity, bulimia, binge eating, 
impaired glucose tolerance (IGT) , type 2 diabetes, allergic rhinitis, 
ulcer, anorexia, Alzheimer's disease, narcolepsy, or attention deficit 
disorder. They are useful for the suppression of appetite or for satiety 
induction or for the delaying or prevention of the progression of IGT to 
type 2 diabetes or the progression from non-insulin requiring type 2 
diabetes to insulin requiring type 2 diabetes. 




G4 - pyridyl (SO (1-) G12) 

G13 - S02 

G14 - Ph 

G15 - cycloalkylene<EC (3-8) C, AN (2-) C> (SO (1-) G6) 

G16 - NH 

G17 - Ph 
MPL: claim 1 

NTE: and pharmaceutically acceptable salts and tautomers 
NTE: substitution is restricted 

STE: and diastereomers, enantiomers, and mixtures 
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Title compds. I [Rl, R2 - H, halo, Cl-5 (halo) alkyl (oxy) ; R3, R4 - H, Cl-3 
(halo) alkyl; R5-R9 - H, Cl-5 (halo) alkyl (oxy) , N02, etc.; A - 
(un) substituted 6-membered aromatic ring containing 1-3 N, furan residue, 
thiophene residue, pyrrole residue], their pharmacol. acceptable salts, or 
solvates, useful for treatment of various tumors, are prepared Bcl-2 or 
Bcl-xL inhibitors are selected by contacting mitochondria with a test 
compound, tBid protein, and Bcl-2 or Bcl-xL in buffer, removing the 
mitochondria, diluting with water, and detecting free cytochrome c. Thus, 
(5-methoxy-3H-inden-l-yloxy) trimethylsilane was oxidized with tert-Bu 
peroxide, refluxed with AcCl, and treated with imine (prepared from 
4-tert-butylbenzylamine and 2,4-dichlorobenzaldehyde) to give I (Rl » R3 - 
R4 - R6 - R8 - R9 - H, R2 - MeO, A - 4-Me3CC6H4, R5 - R7 - CI), which 
inhibited binding of tBid to Bcl-xL with IC50 of 24 )xq/ml. 
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MPL: claim 1 

NTE: additional ring formation also claimed 

NTE: or pharmaceutically acceptable salts or solvates 
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OCH2CH2NMe2 



AB Compds., such as I [X - CR8, N (R8 - H, alkyl, NH2, etc.); XI, Y, Z - C, 
N; Yl - CR9, N (R9 - H, L2L3 (R3) (R6) ) ; provided that 0-2 of X, XI, Y, Yl 
and Z are N; L 1 - a bond, CO, S, etc.; L2 - a bond, O, S, etc.; L3 - a 
bond, alkylidene, alkylene; Rl - aryl, heteroaryl, heterocyclyl; R2 and R4 
are absent or selected from H, alkenyl, alkyl, etc.; R2 and LI, together 
with the carbon atoms to which they are attached, form aryl, heteroaryl, 
heterocyclylj R2 and L2, together with the carbon atoms to which they are 
attached, form aryl, heteroaryl, heterocyclyl; R3 - absent, H, aryl, 
arylalkoxy, etc.; R6 - H, aryl, arylalkoxy, etc.; R7 - absent, H, alkyl, 
cyanoalkenyl, etc.; R7 and LI, together with the carbon atoms to which 
they are attached, form aryl, heteroaryl, heterocyclyl; with the 
provisos], were prepared for therapeutic use as protein kinase inhibitors. 
Thus, 3,5-dibromopyridine was treated with HOCH2CH2NMe2, followed by 
4-vinylpyridine to give the pyridinylethenylpyridine II. The prepared 
heteroaryls were assayed for inhibition of enzymic activity against 
kinases Aktl, Akt2, Akt3, PKA, PKC, Erk2 Chkl, Cdc2, Src, CK2, MAPKAP 
kinase-2 and SGK. Pharmaceutical compns. comprising aryls and heteroaryls 
I were claimed. 
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AB The title compds. I [X - CR8, N (R8 - H, alkyl, NH2, etc.); XI, Y, Z - c, 
N; Yl - CR9, N (R9 - H, L2L3(R3) (R6) ) ; provided that 0-2 of X, XI, Y, Yl 
and Z are N; L 1 - a bond, CO, S, etc.; L2 - a bond, 0, S, etc.; L3 - a 
bond, alkylidene, alkylene; Rl - aryl, heteroaryl, heterocyclyl; R2 and R4 
are absent or selected f rom H, alkenyl, alkyl, etc.; R2 and LI, together 
with the carbon atoms to which they are attached, form aryl, heteroaryl, 
heterocyclyl; R2 and L2, together with the carbon atoms to which they are 
attached, form aryl, heteroaryl, heterocyclyl; R3 - absent, H, aryl, 
arylalkoxy, etc.; R6 - H, aryl, arylalkoxy, etc.; R7 « absent, H, alkyl, 
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cyanoalkenyl , etc.; R7 and LI, together vith the carbon atoms to which 
they are attached, form aryl, heteroaryl, heterocyclyl; with the provisos] 
were prepd. for use as kinase inhibitors with 77-1001 inhibition of Akt at 
1 jjuM. Thus, 3, 5-dibromopyridine was treated with HOCH2CH2NMe2, 
followed by 4-vinylpyridine to give the pyridinylethenylpyridine (E)-II. 
Pharmaceutical compn. comprising the compd. I was claimed. 
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BZ, CA, CH, CN, 

GB, GD, GE, GH, 

KZ, LC, LK, LR, 

NO, NZ, OM, PH, 

TN, TR, TT, TZ, 

ZW, AM, AZ, BY, 
DE, DK, EE, ES, 
SK, TR, BF, BJ, 
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20021118 

20021212 
NL, SE, MC, PT, 
EE, SK 

20011213 

20021118 

20021212 



RL .Xl 




OCH2CH2NMe2 



AB Pyridines I (X, XI, Y, Yl, Z - N, (un) substituted CH; L - O, alkenyl, 

alkynyl, CO, S, s(0), S02, (un) substituted NH, S02NH, NHS02, CH2, CH2NH, 
NHCO, CONH; R - aryl, heteroaryl, heterocyclic] were prepared for use as 
kinase inhibitors with 77-100% inhibition of Akt at 1 hM. Thus, 
3, 5-dibromopyridine was treated with HOCH2CH2NMe2, followed by 
4-vinylpyridine to give the pyridinylethenylpyridine (E)-II. 
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20021206 
NL, SE, MC, PT, 
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AB Compns. comprising title compds. I [wherein Q - NH, 0, or S; R1-R5 - 

independently H, halo, alkyl, or XA; X - a bond, O, S, CO, SO, S02, NR6, 
NR7CO, CONR8, NR9CH2, CH2NR10, CH2CO, COCH2, NR11SO0-2, SO0-2NR12, 
CH2SO0-2, S00-2CH2, CH20, OCH2, NR13CONR14, NR15CSNR16, or (un) substituted 
alkylene, alksnylene, or alkynylene; A " (un) substituted cycloalkyl, 
cycloalkenyl, heterocyclyl, or (hetero) aryl; R6-R16 - independently H, 
alkyl, or alkoxy; with provisos; and salts and hydrates thereof) and an 
immunomodulatory, immunosuppressive, or an antiinflammatory agent are 
disclosed. Examples include the preparation of over 400 invention compds. 
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ten biol. assays. For instance, coupling of 5- (2-pyridyl) -3-bromo-2- 
raethoxypyridine with 2- (2-cyanophenyl) -1, 3, 2-di ox abor inane in the presence 
of Cs2C03 in DMF gave 3- (2-cyanophenyl) -5- (2-pyridyl) -2-methoxypyridine, 
which was converted to the 2 (1H) -pyridone using Nal and TMSC1 in MeCN. 
" Reaction with a suspension of phenylboronic acid, Cu(0Ac)2, and TEA in 
CH2C12 provided II. The latter in combination with interferon 0 
reduced the severity of paralysis and wt. loss during exptl. allergic 
encephalomyelitis (EAE) in rats compared to either II or interferon p 
alone. In addn., nearly 300 example compds. were tested and demonstrated 
suppressing action to calcium influx into nerve cells induced by AMPA with 
IC50 values ranging from 0.01 pM to 9.5 pM. Thus, I and compns. 
thereof are useful for the treatment of demyelinating disorders and 
neurodegenerative diseases. 
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AB Title compds. I (A - O, Si X, XI - H, halogen* n - 0, It Y - 

(un) substituted 0, NH, CH2, S(0)m; m - 0-2; R - H, alkyl, alkoxyalkyl, 
(un) substituted CH2Ph; YR2 - CH; Rl, R2 - H, alkyl, halogen; R1R2 - CH2; 
R3 - H, CN, alkly, alkoxyalkyl, cycloalkyl, alkenyl, alkynyl, 
(un) substituted CH2Ph; R4 - (un) substituted NH2, alkyl, cycloalkyl, 
alkenyl, alkynyl, Ph, heterocyclyl, CH2Ph; Q - (un) substituted N 
heterocyclic] were prepared Thus, the sulfamide II was prepared by 
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the acid with Me 2CHNMeS02NH2 . The carboxylic acid was prepd. from 
2,4-ClFC6H30H by protecting the phenol as the Me carbonate, nitration, 
deblocking, etherification with BrCHMeC02Me, redn. to the amine, 
aminolysis of 2-dimethylamino-4-trif luoromethyl-1, 3-oxazin-6-one with the 
resulting 5,2,4-H2N(Cl) (F) C6H20CHMeC02Me, N-methylation of the 
pyrimidinedione, and ester hydrolysis. II showed herbicidal activity 
against various weeds in e.g. wheat, pre-emergence at 16 g/ha. 
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AB Aminopyrazole diazo component-based azo dyes (I; Al, A2 ■ N, optionally 

substituted -CH-i Rl - H, organic groupi R2 - H, halogen, CN; R3 - H, 
organic 

group; R4, R5, R6, R7 - H, organic group, carboxy, sulfo, carbamoyl) are 
obtained from novel diamino heterocyclic coupling components. I are 
suitable for image formation and recording and have excellent ozone 
resistance. In an example, 5-amino-3-tert-butyl-4-cyanopyrazole was 
diazotized and coupled with 3-cyano-4-methyl-2, 6-bis (p- 
octylani lino) pyridine and the product was condensed with 
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2-chlorobenzothiazole to give a dye (toax 545 nm in DMF) . 
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MPL: 
NTE: 



claim 1 

also incorporates claim 10 




cc 



6c> 



AB The title compds. (I; X - O, S, CHRx; Rx « H, alkyl; D - NZ1Z2; Zl - H, 
alkyl, hydroxyalkyl, (un) substituted (hetero) aryl, (hetero) aralkyl; Z2 - 
(un) substituted (hetero) aryl, (hetero) aralkyl i A - H, alkyl, alkoxy, 
hydroxy, etc./ B - H, halo, alkyl, alkoxy, CF3, etc.; Y - (un) substituted 
4-8 membered carbocyclic or heterocyclic ring, optionally forming part of 
a larger fused ring structure, or consists of an optionally substituted 
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linear or branched hydrocarbon chain] , useful in the treatment of tumors 
or other cell proliferation disorders, were prepd. Thus, heating 
06-cyclohexylmethyl-2-f luoropurine (prepn. given) with aniline at 
120* for 16 h afforded 46% II which showed IC50 of 1.640.1 mM 
and of 0.97±0.03 pM against CDK1 and CDK2, resp. 




G3 
G14 



• Ph 
> 558 




or pharmaceutical ly acceptable salts or prodrugs, or tautomers 



REFERENCE COUNT: 



THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AB The title compds. AQDEGJX (A - alkyl, cycloalkyl, (un) substituted Ph, 

naphthyl, etc.; Q - a direct link, divalent alkyl, alkenyl, etc.; D - a 
direct link, (un) substituted Ph, 5-10 membered (non) aromatic heterocyclyl; 
- a direct link, (CH2)qCO, CO(CH2)x, etc.; q, x - 0-2; G - (un) substituted 
Ph, 5-6 membered heteroaryl; J ■ a direct. link, S02, CO, etc.; X - 
(un) substituted Ph, naphthyl, 6-membered heteroaryl, etc.] having activity 
against mammalian factor Xa, and useful in vitro or in vivo for preventing 
or treating coagulation disorders, were prepared E.g., a 3-step synthesis 
of the pyrazolecarboxamide I was given. 

KSTR IB 



G9-G1-G2 



Gl - 177-1 182-3 
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G4 - Ph (SO) 

G5 - 502 

G10 - Ph (SO) 

Gil - NH (SO) 

G29 - CH (SO) 
HPL: claim 1 

NTE: and all pharmaceutical ly acceptable salts, hydrates, solvates i 

prodrug derivative 
NTE: additional ring formation also claimed. 

NTE: substitution is restricted 
STB: and all pharmaceutical ly acceptable isomers 
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AB The title compds. AQDEGJZ [I; A - RlaRlbRlcN+; Rla, Rib, Rlc - alkyl, 

haloalkyl, cycloalkyl, etc.j Q - a direct link, CH2; D - (un) substituted 
phenylene, naphthylene, etc.; E ■ a direct link, CH2, CONH, etc.; G - 
(un) substituted phenylene, etc.; J - a direct link, CONH, O, etc.; Z • 
(un) substituted Ph, naphthyl, pyridyl, etc.] having activity against 
mammalian factor Xa, and useful in vitro or in vivo for preventing or 
treating conditions in mammals characterized by undesired thrombosis, were 
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prepd. Thus, reacting 4- (chloromethyl) benzoyl chloride with 
4-chloro-2- (5-chloro-2-pyridyl) ami nocarbonyl aniline in THF (91*) followed 
by treatment of the resulting N- (5-chloro-2-pyridyl) -2- (4- 
chloromethylphenylcarbonyl) amino-5-chlorobenzamide with Me3N in iso-Pr/H20 
(68*) afforded II. 



G2 — G5 — §6 — G7 G16-g20-g21-G23 



G7 
G16 



■ phenylene 

■ 45 




• S02 

• Ph 
claim 1 

and pharmaceutical^ acceptable salts, hydrates, solvates and prodrug 
derivatives 

and pharmaceutical^ acceptable isomers 
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R5 




AS Title compds. {I; Q - NH, 0, Si Rl, R2, R3, R4, R5 each independently - H, 
halo, Cl-6 alkyl-XA; X - single bond, Cl-6 alkylene; A - C6-14 aromatic 
carbocyclic, Co- 14 aromatic heterocyclic], salts, hydrates, and 
3- (2-cyanophenyl) -4- (2-pyridyl) -2-methoxypyridine, exhibiting excellent 
inhibitory activities against AMP A receptor and/or kainite receptor, are 
prepared Thus, the title compound II was prepared and orally tested 

effective 

as anti-AMPA-induced-spasm agent in male ddy mouse and in vitro 
anti-AMPA-induced nerve cell calcium influx. 

tiSTR 1 
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G15 - NH 

G17 - S02 

G24 - 115 



itT^ 25 



MPL: claim 1 

NTB: substitution is restricted 
NTH: or salts or hydrates 

REFERENCE COUNT: 10 THERE ARE 10 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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A 




AB The title compds. (I; A - 0, S; XI - H, halo, alkyl; X2 - H, CN, CSNH2, 
halo, alkyl, haloalkyl; X3 - H, CN, alkyl, alkoxyalkyl, cycloalkyl, 
alkenyl, alkynyl, (un) substituted CH2Ph; Rl, R2 - H, halo, (un) substituted 
OH, alkyl, alkenyl, alkynyl, cycloalkyl, Ph, CH2Ph or cycloalkenyl; or Rl 
and R2 together with the atom to which they are attached form a 3-7 
membered heterocyclic ring; Q - substituted 2, 4-dioxo-pyrimidin-3-yl, 
5-oxo-lH-l,2,4-triazol-l-yl; 3-oxo-l, 2, 4-triazolo[4, 3-a]pyridin-2 (3H) -yl, 
etc.}* were prepared as herbicides (biol. data given). Thus, treating 
3- (5-carboxy-4-chloro-2-fluorophenyl) - 1 -methyl- 6- trif luoromethyl-lH- 
pyrimidine-2, 4-dione (preparation given) with carbonyldiimidazole in THF 
followed by addition of dimethylsulf amide, and then diazabicycloundecane 
afforded 421 II. 





G12 - S02 / NH 

G16 - Ph (SO) 
MPL: claim 1 

NTE: and agriculturally useful salts 

NTE: additional ring formation also claimed 
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naphthyl, mono- or bicyclic heterocyclyl, etc.; R1-R3 - H, alkyl, alkenyl, 
alkynyl, cycloalkyl, (alkyl) aryl, (alkyl) he teroaryl, etc.; R1R2 or R2R3 - 
atoms to form a 3-8 membered (substituted) (heterocyclic) ring* Q ■ bond, 
CH2, CO, O, NR7, etc.; R7 - H, alkyl, (alkyl) aryl, (alkyl) heteroaryl, 
etc.; D - bond, (substituted) Ph, naphthyl, mono- or bicyclic 
heterocyclyl; E - bond, alkyl, S, SO, S02, alkoxy, etc.; G - (substituted) 
alkenyl, cycloalkenyl, phenylene, heterocyclyl, fused cyclic system; J - 
bond, NR9CO, O, S, SO, S02, S02NR9, CH2, NR9, etc.; R9 - H, alkyl, 
(alkyl) aryl, etc.; X - (substituted) Ph, naphthyl, heteroaryl, fused 
bicyclyl), were prepared as antithrombotics (no data). Thus, 
N- (5-bromo-2-pyridinyl) 2-aminophenylcarboxamide (preparation given), 
4- ( (2- tert-butylaminosulfonyl) phenyl) benzoyl chloride, and pyridine were 
stirred overnight in CH2C12 to give 85% N- (5-bromo-2-pyridinyl) -(2-4- [ (2- 
aminosulf onyl) phenyl]phenylcarbonylamino] phenylcarboxamide. 

■R 1A 



52—51— -gio 

Gl - 231-1 230-3 
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23 

23i 



,0 



136-5 141-2 



- 26-2 27-20 



2o~~27' i: 



G15 - Ph (SO) 

G27 - S02 
MPL: claim 1 

NTE: substitution is restricted 

NTE: additional ring formation also claimed 

NTE: and pharmaceutical ly acceptable salts, hydrates, solvates and prodrug 
derivatives 

STE: and pharmaceutical ly acceptable isomers 
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AB Title compds. (I) [wherein G - (un) substituted (non) aromatic carbocycle or 
heterocycle; Ar - (un) substituted Ph, (tetrahydro) naphthyl, 
(tetrahydro) qui noli nyl, (tetrahydro) isoqui noli nyl, (dihydro) benzofuranyl, 
dihydrobenzothienyl, indolenyl, benzothiophenyl, benzimidazolyl, indanyl, 
indenyl, or indolyl; L - (un) substituted (un) saturated C chain with one or 
more methylene groups optionally independently replaced by 0, N, or S(0)m; 
Q ■ (un) substituted Ph, naphthyl, pyridinyl, pyrimidinyl, pyridazinyl, 
(benz) imidazolyl, furanyl, thenyl, pyranyl, etc.; m - 0-2; X - O or S) 
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vert prepd. as cytokine prodn. inhibitors for use as non-steroidal 
anti -inflamma to ry agents. Thus, 4- [2- (morpholin-4-yl) ethoxy] naphth-1- 
yl amine was treated sequentially with phosgene and 5-tert-butyl-2- 
methylaniline in CH2C12 to give II {42%). In a cytokine prodn. inhibition 
assay, II inhibited TNFa in lipopolysaccharide stimulated THP cells 
with IC50 < 10 MM- 
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The title compds. AQDEGJX [A - alkyl, cycloalkyl, (un) substituted Ph; Q - 

a direct link, alkylene, CO, etc.; D - a direct link, (un) phenylene, etc.; 

E - a direct link, (CH2)qCO, S02, etc.? q - 0-2; G - (un) substituted Ph, 

(un) substituted 5-6 membered (non) aromatic heterocyclic a ring containing 

heteroatoms selected from N, O and S; J - a direct link, S02, CO, etc.) X 
- (un) substituted Ph, naphthyl, heteroaryl] having activity against 
mammalian factor Xa, and therefore useful in vitro or in vivo for 
preventing or treating coagulation disorders, were prepared E.g., a 3-step 
synthesis of the pyrazolecarboxamide I was described. 
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MPL: claim 1 

NTE: substitution is restricted 
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G19 - Ph 

MPL: claim 1 

NTE: or pharmaceutical ly acceptable salts 



CI H C02H 



The invention provides a method of treating Alzheimer's disease using 
compds. I and their pharmaceutically acceptable salts [wherein: R - H, 
alkyl, alkanoyl* n - 0-5; R1-R7 - H, halo, OH, (un) substituted NH2 or 
cyclic amino, C02H or derivs., N02, alkoxy, CF3, cyano, (un) substituted 
OPh, etc.; or R1R2 - 0CH20; R8 - C02H, tetrazolyl, S02R9, CONHS02R9 ; R9 - 
H, alkyl, CF3, or Ph; A " CH or N] . Also provided is a method of 
inhibiting the aggregation of amyloid proteins using I, and a method of 
imaging amyloid deposits, as well as new compds. Claims further include 
pharmaceutical formulations containing I. Examples include 163 synthetic 
examples and 4 bioassays. For instance, title compound II was prepared by a 
sequence of: (1) reaction of 4-{bromoraethyl) -1, 2-dichlorobenzene with PPh3 
to give a bromophosphorane (i.e., phosphonium salt) (78%); (2) Swern 
oxidation of 4- (4-nitrophenyl)butan-l-ol to the aldehyde (65%); (3) Wittig 
reaction of the above 2 products to give an alkene (99%); (4) 
hydrogenation of the alkene and nitro functions (46%); and (5) lithiation 
and coupling of the amine with 2-f luoro-5-nitrobenzoic acid (75%). In an 
assay for inhibition of self -seeded amyloid fibril growth, II had an IC50 
of 0.9 fiM. A combinatorial methodol. for preparation of I is also 
described. 
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AB The title compds. [I; Rl - H, Cl-6 alkyl, C6-12 aralkyl (wherein aryl - 

Ph, thienyl, furyl, pyridinyl) ; R2 - H, Cl-6 alkyl, Cl-6 alkoxy; R3, R4 - 
H, halo, (un) substituted Cl-6 alkyl, etc.; X - S, O; Q - (un) substituted 
quinolin-5-yl, pyridin-3-yl, pyrimidin-5-yl, etc.], inhibitors of acyl 
CoA: cholesterol acyltransf erase (ACAT) and useful as hypolipidemic and 
antiatherosclerotics, were prepared Thus, reaction of 

3-amino-6-chloro-4- (2- 

chlorophenyl) quinoline with 4, 6-bis (methyl thio) -2-methylpyrimidin-5-yl 
isocyanate in DMF afforded 48% I (Rl, R2 - H; R3 - 6-C1; R4 - 2-C1; X - 0; 
Q - 4, 6-bis (methylthio) -2-methylpyrimidin-5-yl] . Compds. I are effective 
at 0.8-5 mg/kg/day. 
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salts thereof, and intermediates having formula V used in the synthesis 
such compds. The corapds. of formula I are inhibitors of acyl CoA: 
cholesterol acyl transferase (ACAT) and are useful as hypolipidemic and 
antiatherosclerosis agents. 
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- 2-pyridyl (SO G9) 
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G14 - Ph (SR (1-) G17) 

G16 - Ph (SO (1-) G17) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Compds. of formula I wherein each m is independently selected from 0 to 4; 
R2 is selected from hydrogen and (C1-C6) allyl; each R3 and R4 is 
independently selected from halogen, (C1-C6) allyl optionally substituted 
with on or more halogen atoms, (C1-C6) alkoxy optionally substituted with 
one or more halogen atoms, (C1-C6) alkylthio optionally substituted with 
one or more halogen atoms; nitro, carboxyl optionally esterified with a 
(C1-C6) alkyl group; hydroxyl, (C1-C4) acyloxy and (C1-C3) acyl; X is 
sulfur or oxygen; and Q is a group of formula II, III, of IV wherein m is 
as defined above; n is 0 or 1. Each 1 is independently selected from 0 to 
3; R6, R7 - halo, (halo) alkyl, -alkoxy, alkylthio, etc.; B, D, E and G are 
selected from the group consisting of nitrogen and carbon, with the 
proviso that one or more of B, D, and E is nitrogen, and with the proviso 
that when G is nitrogen, the group IV is attached to the nitrogen of I at 
4 or 5 position of the pyrimidine ring (designated by a and b) wherein any 
of said nitrogens may be oxidized, or the pharmaceutical^ acceptable 
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